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AB The invention relates to pyridoindole derivs. of formula I, which are MCH 
antagonists and useful in the treatment of various diseases. Compds . of 
formula I wherein Rl is H and (un) substituted alkyl; R2-R4 are 
independently H, alkoxy, alkylthio, alkyl, halo, CF3 and CN; G is 
(un) substituted -CH2NH- and derivs. and (un ) substituted -NHCH2 and 
derivs.; R8-R11 are independently H and (un ) substituted alkyl; R14 and R15 
are independently H and halogen; L is -CH20-, -CH2CH2-, -CH=CH- and a 
bond; B is (hetero)aryl and cycloalkyl; with the proviso that, when L is a 
direct bond, B cannot be unsubstituted heteroaryl or heteroaryl 
monosubstituted with fluorine; are claimed. Example compound II»HC1 was 
prepared via cyclization of 3-bromophenylhydrazine with 
N-Boc-4-oxopiperidine; the resulting tert-Bu 

7-bromo-3 , 4-dihydro-lH-pyrido [4, 3-b] indole-2 (5H) -car boxy late underwent 
N-methylation to give tert-Bu 7-bromo-5-methyl-3, 4-dihydro-lH-pyrido [4, 3- 
b] indole-2 ( 5H) -carboxylate, which underwent condensation with 

4-benzyloxypyridin-2 ( IH) -one to give tert-Bu 

7- [4-benzyloxy-2-oxopyridin-l {2H) -yl] -5-methyl-3, 4-dihydro-lH-pyrido [4,3- 
b] indole-2 ( 5H) -carboxylate, which underwent hydrolysis to give II-HCl. 
All the invention compds. were evaluated for their MCHl antagonistic 
activity. From the assay, it was determined that the tested compds. exhibited 
the Ki values of < 3.5 (xM. 

AN 2009:855442 CAPLUS 

DN 151:173472 

TI Pyridoindole derivatives as MCH antagonists and their preparation, 
pharmaceutical compositions and use in the treatment of diseases 

IN Guzzo, Peter; Surman, Matthew David; Henderson, Alan John; Jiang, May 
Xiaowu; Hadden, Mark; Grabowski, James 

PA Albany Molecular Research, Inc., USA 

SO POT Int. Appl., 311pp. 
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AB The invention relates to compds . of formula I for treating diseases 

associated with cysteine protease activity. The compds. are reversible 
inhibitors of cysteine proteases, including cathepsins. Of particular 
interest are diseases associated with cathepsin K. Compds. of formula I 
wherein ring A is (un) substituted 5- to 7-membered (hetero ) aliphatic ring; R 
is H and Cl-6 alkyl; R1R2 taken together with N atom to which they are 
attached form a (un) substituted (mono/bi/tri) cyclic 5- to 7-membered 
(un) saturated heterocyclic ring system; and pharmaceutically acceptable salts 
thereof are claimed. Example compound II was prepared by a general procedure 
(procedure given). All the invention compds. were evaluated for their Cat 
K inhibitory activity. From the assay, it was determined that the example 
compound II exhibited pIC50 value 9.071. 
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TI Cyanocyclopropylcarboxamides as cathepsin inhibitors and their preparation 

and use in the treatment of diseases 
IN Dossetter, Alexander Graham; Heron, Nicola Murdoch 
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SO PCT Int. Appl., 9 8pp. 
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IT 1095263-46-9P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); PACT (Reactant or reagent); USES (Uses) 
(drug candidate and intermediate; preparation of 
cyanocyclopropylcarboxamides as cathepsin inhibitors useful in 
treatment of diseases) 
RN 1095263-46-9 CAPLUS 

CN 5H-Pyrido [4, 3-b] indole-5-acetic acid, 

2-[ [ (lR,2R)-2-[ [ ( 1-cyanocyclopropyl) amino] car bony 1] cyclohexyl] car bony 1] - 
1, 2, 3, 4-tetrahydro-, methyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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Rl = H, Cl-5 alkyl, co-alkoxycarbonylalkyl ; R3 = H, halo, Cl-3 alkyl, 
fluoroalkyl, preferably R3 = H, CF3, F, Me, alkoxycarbonyl ; X = 
alkoxycarbonyl, aryl; n = 1-4, preferably n = 1, 2) were prepared by addition 
of 5-unsubstituted I to acrylates, by reductive amination of aldehydes 
RICHO by 2-unsubstituted I, Fischer cyclization of arylhydrazines with 
4-piperidinones and benzylation of I in 5-position. In an example, 
reaction of 2-Boc-protected 2 , 3 , 4 , 5-tetrahydro-lH-pyrido [ 4 , 3-b] indole with 
Et bromoacetate yielded I (Rl = Boc, R3 = H, X = C02Et, n = 1), which was 
deprotected and alkylated in 2-position by Mel giving I (Rl = Me, R3 = H, 
X = C02Et, n = 1) . In another example, inhibition of Hl-histamine 
receptor by compds . I was evaluated, the EC50 values varying in a range 
0.05-10 fxM. Preparation of pharmaceutically acceptable salts and/or 
hydrates of the compds. I is also claimed. 
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Filippovich; Mitkin, Oleg Dmitrievich; Kravchenko, Dmitri Vladimirovich 

PA Alia Chem, LLC, USA 
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(preparation of substituted 2, 3, 4, 5-tetrahydro-lH-pyrido [4, 3-b] indoles as 

antihistamines for treatment of allergic and autoimmune conditions) 
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AB Title compds . I [wherein Rl = carbonyl, carbonylamino, ureido, etc.; R2 = 
H, alkyl, alkylsulf onyl , etc.; R3 = heterocycloalkyl , (un) substituted 
alkyl, alkylcarbonyl, etc.] and pharmaceutically acceptable salts, 
diastereomers , enantiomers or mixts. thereof were prepared as ligands of CBl 
receptors. For instance, cyclocondensation of 4-hydrazinobenzoic acid 
hydrochloride with 4-piperidinone monohydrate hydrochloride followed by 
N-protection with Boc20 gave tetrahydropyrido [ 4, 3-b] indole II in 48.7% 
yield (two steps) . Chemical manipulation on the carboxy and two amine 
functional groups led to a lot of I, such as III. I were found to be 
active towards human CBl receptors (no data) . Therefore, the invented 
compds. and their pharmaceutical compns. are useful for the management of 
pain and so on. 
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AB Title compds. I [wherein Rl - R4 = H, alkyl, alkoxy, halo, etc.; R5 = 

substituted alkyl, carbonyl or (thio) carbamoyl; with two exclusions, or 
stereoisomers, mixts. and salts thereof] were prepared as CRTH2 receptor 
antagonists. The tetrahydropyridoindole skeletons in I were synthesized 
from phenylhydrazines and 4-piperidone monohydrate hydrochloride using 
Fischer's method. For instance, II, which had IC50 values of 0.015 |uM 
and 0.174 |uM for CRTH2 receptors in the binding and intracellular 
calcium mobilization assays, resp., was provided. Therefore, I and their 
pharmaceutical compns. are useful for the prevention or treatment of 
prostaglandin-mediated diseases, such as allergic and immune disorders. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(antagonist; preparation of tetrahydropyridoindole derivs. as CRTH2 receptor 

antagonists ) 
RN 168824-93-9 CAPLUS 

CN 5H-Pyrido [4, 3-b] indole-5-acetic acid, 

2-[ (l,l-dimethylethoxy)carbonyl]-l,2,3,4-tetrahydro- (CA INDEX NAME) 




OSC.G 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD (2 CITINGS) 

RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L4 ANSWER 6 OF 8 CAPLUS COPYRIGHT 2009 ACS on STN 
GI 




AB The title compds . I [wherein Z3 = N or CR7; R4-R7 = independently H, halo, 
haloalkyl, C02H, alkoxycarbonyl , (un) substituted alkyl, alkenyl, 
cycloalkyl, aryl, or aralkyl; Rl = C02H, alkoxycarbonyl, (un) substituted 
aminocarbonyl , or tetrazolyl; Z4 = N or CR8 ; R8 = H, alkyl, or halo; R2 = 
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H or alkyl; R3 = - (CH2 ) n-N (Y) -S02-Ar, etc.; n = 1-3; Y = H, alkyl, 

alkenyl, alkynyl, (un) substituted aryl, aralkyl, heteroarylalkyl , or 
arylalkenyl; Ar = (un ) substituted aryl or heteroaryl] and prodrugs, 
pharmaceutically acceptable salts, or solvates thereof are prepared as CRTH2 
receptor antagonists, and are useful for the treatment of allergic 
diseases (no data) . For example, the compound II was prepared in a multi-step 
synthesis. II showed IC50 of 0.0036 (xM against human CRTH2 receptor. 
Formulations containing I as an active ingredient were also described. 
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TI Preparation of indole derivatives as PGD2 receptor antagonists 
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RN 627867-83-8 CAPLUS 

CN 5H-Pyrido [4, 3-b] indole-5-acetic acid, 

2- (ethoxycarbonyl) -8- [ [ ( 4-f luorophenyl ) sulfonyl] amino] -1,2,3, 4-tetrahydro- 
(CA INDEX NAME) 
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L4 ANSWER 7 OF 8 CAPLUS COPYRIGHT 2009 ACS on STN 

AB Pseudopeptides X-Y-Z (X = arginine or lysine residue, Y is a hydrophobic 
organic moiety having a nitrogen atom at the X-Y junction and a carbonyl 
group at the Y-Z junction, Z is an arrangement of atoms which inherently 
adopts a beta turn conformation and has a pos. charge near the distal end) 
were prepared as bradykinin receptor antagonists. Thus, 
H-D-Arg-Arg-NH-p-C6H4N (COPh) CH2C0NHCH2-O-C6H4CH : CHCH : CHCO-Arg-OH was 
prepared and showed Ki = 36 nM for binding of the human B2 bradykinin 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Peptide derivs. X-Y-Z [X = a moiety having a net pos. charge selected from 

a pos. charged amino acid and an organic group; Y = a hydrophobic organic 
moiety 

(e.g. Q - Q3) having the following characteristics: (a) a N junction at 
the X-Y junction, (b) a CO group at the Y-Z junction, (c) the hydrophobic 
organic moiety between the N atom and the CO group which is selected from i 
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carbocyclic, a heterocyclic, and a linear organic moiety, (d) an atomic group 

in 

the range of 135-300 A, (e) an allowed conformation such that an 

end-to-end distance between the flanking N and CO atoms is 

. apprx . 5 . 0±1 . 5 A, and (f) provided that Y cannot consist of 

naturally occurring amino acids; Z = an arrangement of atoms which 

inherently adopt a p-turn conformation and has a pos. charge near the 

distal end] are prepared ABS wherein many (or all) of the peptide bonds of 

bradykinin are eliminated to yield compds . having, in appropriate spatial 

arrangement, two pos. charged moieties flanking a hydrophobic organic moiety 

and a moiety which mimics a beta turn conformation, and having the ability 

to specifically compete with native bradykinin for binding to the 

bradykinin B2 receptor. A pharmaceutical preparation for treating local pain 

and inflammation form burns, wounds, cuts, rashes, or other trauma, 

pathol. conditions caused by the production of bradykinin or related kinins, 

and in particular chronic inflammatory hyperalgesia contains an effective 

amount of the said peptide to antagonize bradykinin and a suitable 

pharmaceutical carrier. Thus, title peptides. (I; Tic = 

tetrahydroisoquinoline-3-carboxylic acid, Oic = 

(2S, 3aS, 7aS) -octahydro-lH-indole-2-carboxylic acid) , (II), and 

H-D-Arg-Arg-X [C-C6H11] -CH2C0-Ser-D-Tic-0ic-Arg-0H were manually 

synthesized by the standard solid phase method using Boc-Arg (Tos ) -PAM resin 

and, in a radioligand binding assay, showed competitive binding to the 

human bradykinin B2 receptor against tritiated 3[H]NPC17731 (a bradykinin 

analog) . 
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